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ABSTRACT : PROBLEM TO BE SOLVED: To obtain a new compounds B~5354a, B-5354b and B-5354c 
useful for an antiarteriosclerotic agent, an antidiabetic agent, an antithrombotic agent, an 
antiinflammatory agent, an immunosuppressive agent, an anticancer agent, a metastasis 
control agent and a preventive or treating agent of restenosis after percutaneous 
transluminal coronary angioplasty. 

SOLUTION: The new compounds B-5354a, B-5354b and B-5354c are represented by 
formula I to III. Further, the B-5354a of formula I has following physicochemical properties: 
the property Is a white powder; the solubility is soluble in an organic solvent such as 
methanol, ethyl acetate, chloroform and dimethylsulfoxide; the molecular formula is 
C19H29NO3; the molecular weight is 319; the ultraviolet absorption spectrum in the 
methanol is 205nm (e 16100), 229nm (e 10200), 281-nm (e 9200), 309nm {£ 12700). 
The compounds of formula I, II and III are obtained by culturing a bacteria [SANK 71896 
strain (FERM BP-5356)] having activities for producing the B-5343a, the B-5343b and the 
B-5343C and collecting the B-5343a, the B-5343b and the B-5343c therefrom. 
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4 ■£) ^tT-.v- X'(P. Segers) <o<7)$8£ v -f >• 

'>'?f WDi''- (International Journal of Systems 
tic Bacteriology)44 ^ 499-510 1T(1994 tf-) Icht 
-2*fiH>fc. SANK 71896»«. £ffi%£?rr S 7 > AP£ 
tt^WHTfeO. K+C -£«i59.9X ^^o^ 
tttt£»^>SANK 71896»Cifi^ara8fc LTIiA-yfY 
t-r-X (Brevundimonas)S. X 7 -f > '^^(Sphingo 
monas)ffi, 'J /t (Rhi zomonas) Jg. vj.— Kt^7, 
(Pseudomonas) ^ x 701 7*yT-*'J7*(Burkholderia) 

fj*7UJ-\?9 — ((^ulobacte^^nv^-f-^Ti- 
T?4(Comanormdaceae)?4A*,W' > :>iX.?>, LA»L N SANK 7 

-68% -PAiit^^^JRtJiH^r*. ifcSANK 718 
96ft(iX7 -f > 3'^^-7.JS-^>'JV^^xjRi:(iX7 4 > 
^'JtTK^iKO^-r'SI^S. SANK 718961$ tii> a- K 

x h'^r y > &m-s x\h &.itfrbctit>t & . 

SANK 71896<*I±7-/U ^ ^ >) TW,cr>V,*Z &fi^64-68 
4fc. SANK 718%tttt*fH«MTA*a«>Dy<^_ 
iZlafrhzt limmX'h 0 . ^B^^tiSANK 71896« 

tftmcMmmmb sank 7is%«{iimsjtfr^ 

rfel¥XHJ$ffiffi.3EH/f&;:FERM BP-5636i: LT^ItSilT 
S^ltB : ¥tfL8 -¥8 fl27H) . 

ioo36] t$m&Rtsigmm 

ixtmmm, mmm. mm^^>tiXt/mm»mMJ: 

^<oiBritT't mm*imx'*>hi>K m*xmtt$> z t 

tf'&WXhh. B-5354a . B-5354b Rlf. ttzm~5354 

c tisANK m%tt&m%tmx'tmL. 

WS-8*tt. B-5354a . B-5354b 5V, 4?tUB-5354c <^ 
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6. B-5354a. B-5354b fttl-'g£MtB-5354c 

u> «amsrc»»3-4 Hf*nt«tii-r4. 

a , B-5354b mfs i fcfctB-«5354c ^^^-^>V?fflPi»jg 
tOT t h >J*>&V h — K 'J /1<7)J: 3 

?.S/M L £ k. lz£ >)W,iitZ> . ttffilWifcHFttf 

& BHBl»#£l£ff ±& « &J1 fcBWJfc f h *>mmt-£ fz 

&-3*6B-5354a . B-5354b ££tiB-5354c J- . X 

'4-&B-5354a . B-5354b &lf/ £ *:teB-5354c ii, =£-f 

«*»frcaiflE-r a «- w$*g £ i tz »fc P H3 e go 

Ktt^ftT-C^fcftWL^V^WiSffl. ft*. Oh-:/? y 

ix^om&isi^iz*. o »mff w-r & c t a*Ts & «. a 

#>&T>V<— ^-f l-XAD-2 , XAfM (n — A T> )< 
>v-.*4tiK> tJ->HP-10 . HP-20 . CH 

P-20P . hp-50 (sgffci* (ft) US) zz&mm-tzz 

tfrX'^Z. B-5354a . B-5354b i 7 , -.:tiB-5354c 

^"£•tl7l$**.i:I2c 7 ).r> £ Hf 'JO® 4- il i(S $ -td-T 
*mmZitTW*)m</)\ i£«dtB-5354a . B-5354b & 
tfs *^(iB-5354c £<&mZittz&. S-H*, T 

tzXWytli. -COJ: '3tCl T?#£>iU:B-5354a . B- 
5354b ay*./^/L'{±B-5354c li. StC> U^y/K ya 

-f— . -fe 7 r-r'-/ 7 XLH-20 ( 7 r /U"? ~> T ) =5: t' 
Zm^^zim* y £.7 n-?h 7 yy *7rryy 
XG-25 (7T*-?>rtt3g) *if«rfflv^y/t^a^a 

W.7 n-?h?yy < -z-nUi-Z Z t tfZ'Z h . 
[0037] B-5354c mt¥mz&f&-t2>miz£ 

II«-CrsyS<rfR|IL^4-T5y-3 — t Kn^fv 
^f.#K**a (by f - u- > , > y f-^^t/L AT'F^io 

^O J: 3 =5rfet.^<7)#&T. N , N ' - iSi, 9 o-^dr i^/l- 
/7/U-1-r>-f 5 Y (^f.N , -Dicyclohexylcarbodi imide:DCC 
) ^>ry V>te>X.+ll ( Di ethyl phosphor oey an id 
e:DEPC ) 0)X 'j%®&mt t i>tZ7-T- h 5ft>- 
1 -*-/H:KJG3tf. RI&lii4raSI*a«l^*rK 



(S,l^x/.Di^ C > .i 0 B-5354c ar ^ ~ 
[00 38] 4vf€^60B-5354a . B-5354b &fi : l± 

n&mmmi*. ^mzm^x tMizmmm. ts^m. m 
mi mum. mmm. mmcim. n-x<>^j^ie{ 

*ffl^r*«fls-r & c t tfTz h . i (r>mmmnm, 

?81ifi£A t L T — B 1 0 m g ^j3£ 1 0 0 0 in g 5- fS^- 

[00 39] *^ (3 r).f( : ^.^B-5354a . B-5354b ^tX. 
t/i(iB-5354c <r>xy j yzfi,y*c-}-— *zW&r&fe.$:ffl 
^ThhmmTcnm^T^h (Schroepter J. R. e t 
al..(1970) J Biol. Chem. 245. 30.S4-3W0 #g3) t 
[ 0 0 4 0 ] fiO*> . * r . B3R»fll t Lt 1 )^ 

, 7*fV > > = 'J > g§ ( KJLT r AT p j t V% 

:>) . is ft ~? >■ *7 a , x-t-u >>"r$>ias^ (U 
T r EDTA) bo) . y/u/rrhx^y-zt $:#trU >• 

>y'U3-/U{:iSH?L^.2EM ([3--HJ-D- X'JXD- x 
7 -f > zfi, y (NEN ttW) Srft^-L ;A7^^>^ 
i— tfKiC«:flH«rS«*. ^ORlCtiaS. 37r;-c0p.?S 
■t* £ t i: •? o . — 5En*RlgjS». ?«T > t 

^y-;U (2:1, vol/vol ) i&iDi-Cttffi«frett 

lX r>9-Z'mi£?Z>. xy ivo'i, >* J m— J (iffl&<r)% 

> >-l- 'J >iS«c^t 0 . «fiW Jt 0 *® iz&ft Uz&fe 
[ 0 0 4 1 ] x 7 -r > di, > WftteMfe 

it±mMoii£t ixmmzmmcw*p-MP 

J-t*— ¥A't><7y1}&. ( 01 i vera A. and Spiegel S. . 
(1993) Nature . Vol. 365 . 557-560 tCfE©) 

[0042] 

mthifi. KmuiztLizmfeZixKcK 

[0043] m&M l B-5354a . B-5354b ay'B-5354 
c <T>^M 

(i) %m 
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SANK 71S%f* ( I'KHM BP-5356) 5r*5ffifl';(C. WJiSLfcW 
F^flftJcWmfl^J-l!!SO.i.I^^tl-500(.il 0~ft7 9X3 

FIBS, 23rT"J10rpin(50f-7- y -Jfifc (iTi^5t5r -> 

[oo i a ] mmmm 

'/ll'J-X JOg 

'\7i^rh> 10$ 
i-x v • i- ig 

vo-^jSi'-M-'j^A ig 

mar a ig 
WBr7^*v»>A is 

^fkm-^c 0.002mg 

fi £Br?>#> o.oo2<ii g 

.kXMA<X'\OOOmlk. L/J. 
[00'I51 (pH 7.4 : MffllW) 
(2) *(t 

f£ft7 77v3 20 4z'A-<n®&m& 20 ••/ h'l-£4Htor 

mi. 2>) •vh/icr)mm^nT3 mto&Lt;. mm*. 
-r>i ®$:$&la&t&*~emffi& . w y ^T'Htt 

*L. «Ei«»LTSJ-feirttt!ft» lg ,rii$r^ 
a^df-9->-Smxf-;t, 4:1 *>iS.«Ue»J|f I . Oil: 
if ffc L 200m 1 CO is >J 77 *r)V f] y M. IZ f-v — 'J 

Lit. C<7)ftyl*& 20 v h>l<r>^*fl<—®ft&x.+ 
'1, 4:1 aftW-CffffiU »&[.*:„ SfcRfflWrSttOffi 
a6 Uxfz ftMZi&W l/o > <r ^ . 4l5ag co#$fffe!foW& 
mtz . C ii £ y ? y - ;i (c^? L . l^Tco j: j t - 
2Q»fflftiS&fr ?D7h/57< - -C»« L fz . -^-^4? 
*>, 20mg fo, ?*-fc h ~ h y/l- - ?J< 4:1 COifgg 
TfSIt L fcffi&iftf** D7 -^7^ ( Sens 

hu Pal:, PEG AS I L 20<jf>X 60 ma . a.— fifSj* (ft) 

W) KffrS-U HtaWTC, 6 ml/ #<08Sirc«ML 
fc. 210 run «0«JR«r|fcaiL 10 4HC*ffi3*i*e 
-7 ( B-5354al(7)- ), *<M3 JJ-fcitmSft* t-y 
(B-5354b B?» . ft 15 tHzmtiiZtiZV-? ( B -53 

®LXmU$: J g£lfztZ*>. B-5354a . B-5354b &rjf 
B-5354c (7)#ffl7j-$-<-il-riL 12.2mg. 5. Sing . 320 mg 

[ 0 0 4 6 ] 2 B-5354c<7)-fb^ &fi£ 

4-T5y-3-tHodf^&#Bf <*3MfcfiJSS) lg 
& 50ml OJSfL*f-W>t;:!gj5l , 5ml cDt'y>'>£> 
«t tfH&iS^-tert- 7>/k (ttit^tt^7^ KSfJftW 
K) 3.7ml SrJniTSaT 1 B5fSi}«*¥ t . ;ii£3f 
Mc^KSrflD^jSQ- h T#EL . T» Lf 
N-7>3-i^#/Mf-/l.-4-7*$./-3-b Ko^fy 
l-5g -77. 7-fh7ft>-l- 

-Y A ■ T-fcf — h ( T/U K y ■•/ f-ttSg ) lg ^ y — 
A 4» IN CO NaOH "CSD*4hJB L T5g«Wk: 7-fh?f 



•b > - 1 - if -ll $-f*7t„ N - :/ h dri- //;l ,t:.-/L - -1 
- T S y - 3 - h I* D df 'K.g.Sfii^ 25ns . . 7 - r 
S 7 -r-b > - 1 - -+-yl-40mg$r 1ml ffcy -M- >(c 
L 5E(c Smg ^ >y 7* * y tr y > > 5: foi^ ^ , 

( WT . r DCC j i: n p . ) 20ing £ y $tsl&ltS -f-]s >m 
mini) ZffiTltz. DCC C0^TfM?iiyD-7h^-7 7 
<- ( n- ^-t>-flHBxf-;|, 4:l-CiKM) T'^o^ 

/Lv, ZiUZ 2ml cn^tUtX EBS:»TL. «««| 

W^n^AfcajittiSrgMI^ D7 h ^7 7 .< -co 7-1, - hi: 
f-V — i^L n-^dr > iSfg^x ^ /I,- 4 : 1 TUBS L . 
254nm CO UV T'^tf.L RF = 0.6 COX,+f y h^to 
Jtr. Cit$-7k^Th 0 7/l>*um&CWMlXim&& 

^. -t^*>J:cORi£;^T^^^telilL, T-t h - N 
y ^ - /j< 4 : l co?§?g-r-T-tfi ft L ^ D7 h 

fy? 4 —ft (Senshu Pak. P E G A 
SIL 20*X 6 0 mm ){c^-^_^ L ,PIt 
?S.^T". 6 ml/ >>CO?l)lT"^BBL)t. 210 nmc7>l)KJK£fti 
Jf.L. ^ 15 tf«aj£ilSt-;? ( B-5354c ) J5t 
RL*:. »JRL7t;^ifl[$:^BEj8aiLT^Sr@*L, B- 
5354c S-^ 7 mg JOJiCOJ: -)(C. )|3d^ 20 % X"& 

SSfi^^mzX-yX B-5354c 

[0047] ! ^70 i>> # f [5i*iS 

ttcOiRte 

< i ) mmm<r>mm 

7^. 4 Eco-7-Yx^-^f ■? 5^titt 7 »b (12ii^) 

zmm-foMk. nm*imiti. imLtzftmzo.n 

<pH7.4)80bjI SrJP^., 4 "C^T, X v ? -<r)teis+ 
«flfi«»fflS-4 'C^frT, 500 x g, 15^WjftC^-Bt$. 

h-w ±m zmiz. 4 r^T. 10.000 * gx-so^ri 
nmwtmzn^tz. ftt>i\tz±.m*A -c^^t, 105. 
000 ✓ g"C"607) s ^coejS^7i v ^^ff-o7t-% -eco±M^ffl 

\> ^Xmzm&ftW $r l > . 25?6tS*I*» ^>55°o^cO|S1T' 
«IL7t:7N'>y7r-A ( ImM EDTA, IraM y^77 7*hx^-y 

->u. 20% ro •fca-^^^nrt -so. im y y o 

PH7.4 :ttTR«fc-*-4. ) 20iUc»»L 

mmmmmmt ifz. zammmmtx 7 ^ > > 

B$tC7<>y 7 r —A T'SS»?aS0. 5mg/ml C=0r4«icfflB«| 
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Lfc. 

i o o -is] (2 ) 

— ^er>Jji£ (Schrwpfer J. R. utal. (1970) J Biol. 
<'hem. 2'I5. 30S4-3O9O gjg) IzmtX . y ••/ h ffFi|i|ffl 

Y>^Xtt.Ntt«) SrJSKtcfflirVCfrofc, fin*,, ^ 

"f. fftSfflfflf Oce^»g0.'5 j«g/«|) too /t i . v7.y 
7 v -B ( IOraM ATP „ 20mM > . ImM ED 

TA. 1 m MX lift :r -II £ * 0 . 1 M 

, >>Sf^'J , VAJgSffl[ % pH7.4 : trr, Rat-^- 

&. ) IOOjuI . ia^ftiJ: OtttfJLfclfcfrlO y^l 

troei/v^y 3-^K?3»?L£.£lf(3-3H-*7 * > 

:*>■>•) 10 /i] $A£U 371CT2Mh ^>a f - J .<_|. 
■t&Ztlz* >)X7< yzfi,> *-f— fcfEfcfcffofc. 
tffc. ^r>^.,T7i<50/ < l £Ja*&cticJ;9£/.Di 
ffitS-tf. ?t?o*/l,A : ^^y_ yt .. (2:1. vol/vo 



«> ccinir"-«»aL«tt$-tf-fctt. %'/v7-i--Mfi 

;j?ftc> > -M — i- g > />f 7 > ( |. . y r^»7> )> : ./< 
Ktt«) fcT»»i£tt$:fflJ6Lfc . ?s 7 < > :/> 

[0049] C^&T'iMJg L7t >X7<V n'i, > 
-*Rm%50%m.W1'Z>COtZ<m%Br5354a . B-5354b 
atffl-5354c <0»K«-f-ii-pn 9.0 /.<g/ml. 20.0 At 
g/ml, 25.0 //«/uil?tf -oat, 

[0050] 



B-5354c 

[oo 5 n 

[^Bfl<50^3 *^BJ!c7)B-5354a . B-5354l> &J/B-5354 



100 rag 

100 rag 

148.8 rag 

l . 2 mg 

350 mg 



70> h^—iScO&g 

(51) Int. CI /> Wm&t 

A6 1K 31/245 AED 
// C 1 2 N 9/99 



F I 

A6 1K 31/245 AED 
C 1 2 N 9/99 
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